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Claims Nos.: 35,37,38,40,41,46,49-52 



Present claims 35,37,38,40,41 and 46, relate to methods of treament of 
conditions characterized by body weight or eating dysfunction, wherein 
the agents to be used in treatment are defined solely by their being able 
to be identified by a screening method such as that of claim 1. 

No technical features of the agents envisaged for use in medical 
treatment compositions, i.e. indications as to chemical structure, are 
present in the above-mentioned claims, the technical features formulated 
so as to permit the execution of a meaningful search. 
No means are present in the above-mentioned claims by which compounds 
known in the prior art, although identifiable by the method of claim 1, 
could be distinguished from novel substances. No definition of the 
subject matter for which protection is sought is therefore derivable from 
these claims (Article 6 PCT) or the description (Article 5 PCT). 
Independent of the above reasoning, the claims also lack clarity (Article 
6 PCT). An attempt is made to define a compound by reference to a result 
to be achieved. Again, this lack of clarity in the present case is such 
as to render a meaningful search over the whole of the claimed scope 
impossible. 

Present claims 49-52 relate to proteins claimed per se as products, with 
no restriction as to their use, medical or otherwise. It is explicit in 
the description (pages 97-103) that the proteins identified as being 
differentially expressed in subjects having conditions characterized by 
body weight or eating dysfunction are known as products per se in the 
prior art. Data describing these products per se (available at the SWISS 
PROT sequence database cited by the applicant at http://www.expasy.ch/) 
was used by the applicant to confirm the identity of proteins studied, 
and it is thus clear that the products must have been known beforehand in 
order for identification by comparison to be possible. No definition of 
the subject matter for which protection is sought is therefore derivable 
from claims 49-52 (Article 6 PCT) and they have not been searched. 

The applicant's attention is drawn to the fact that claims, or parts of 
claims, relating to inventions in respect of which no international 
search report has been established need not be the subject of an 
international preliminary examination (Rule 66.1(e) PCT). The applicant 
is advised that the EPO policy when acting as an International 
Preliminary Examining Authority is normally not to carry out a 
preliminary examination on matter which has not been searched. This is 
the case irrespective of whether or not the claims are amended following 
receipt of the search report or during any Chapter II procedure. 
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| X | It is also accompanied by a copy of each prior art document cited in this report. 



1 Basis of the report 

a. With regard to the language, the international search was carried out on the basis of the international application in the 
language in which it was filed, unless otherwise indicated under this item. 



□ 



the international search was earned out on the basis of a translation of the international application furnished to this 
Authority (Rule 23.1(b)). 



b. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international search 
was carried out on the basis of the sequence listing : 

[ j contained in the international application in written form. 

filed together with the international application in computer readable form. 



□ 
□ 
□ 
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furnished subsequently to this Authority in written form, 
furnished subsequently to this Authority in computer readble form. 

the statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

the statement that the information recorded in computer readable form is identical to the written sequence listing has been 
furnished 



2. 

3. 



|~X~| Certain claims were found unsearchable (See Box I). 
[ ] Unity of invention is lacking (see Box II) 

With regard to the title, 

[ J the text is approved as submitted by the applicant. 

[X] the text has been established by this Authority to read as follows: 
ANALYSIS AND TREATMENT OF EODY WEIGHT AND EATING DISORDERS 



With regard to the abstract, 

j | the text is approved as submitted by the applicant. 

n(~| the text has been established, according to Rule 38.2' bj. by this Authority as it appears in Box III. The applicant may. 
' — ' within one month from the date of mailing of this international search report, submit comments to this Authority. 

The figure of the drawings to be published with the abstract is Figure No. 29 



[ j as suggested by the applicant. j ] None of the figures. 

[X] because the applicant failed to suggest a figure. 

I | because this figure better characterizes the invention. 
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Present claims 35.37.38.40.41 and 46. relate to methods of treament of 
conditions characterized by body weight or eating dysfunction, wherein 
the agents to be used in treatment are defined solely by their being able 
to be identified by a screening method such as that of claim 1. 

No technical features of the agents envisaged for use in medical 
treatment compositions, i.e. indications as to chemical structure, are 
present in the above-mentioned claims, the technical features formulated 
so as to permit the execution of a meaningful search. 
No means are present in the above-mentioned claims by which compounds 
known in the prior art, although identifiable by the method of claim 1, 
could be distinguished from novel substances. No definition of the 
subject matter for which protection is sought is therefore derivable from 
these claims (Article 6 PCT) or the description (Article 5 PCT). 
Independent of the above reasoning, the claims also lack clarity (Article 
6 PCT). An attempt is made to define a compound by reference to a result 
to be achieved. Again, this lack of clarity in the present case is such 
as to render a meaningful search over the whole of the claimed scope 
impossible. 

Present claims 49-52 relate to proteins claimed per se as products, with 
no restriction as to their use, medical or otherwise. It is explicit in 
the description (pages 97-103) that the proteins identified as being 
differentially expressed in subjects having conditions characterized by 
body weight or eating dysfunction are known as products per se in the 
prior art. Data describing these products per se (available at the SWISS 
PR0T sequence database cited by the applicant at http://www.expasy.ch/) 
was used by the applicant to confirm the identity of proteins studied, 
and it is thus clear that the products must have been known beforehand in 
order for identification by comparison to be possible. No definition of 
the subject matter for which protection is sought is therefore derivable 
from claims 49-52 (Article 6 PCT) and they have not been searched. 

The applicant's attention is drawn to the fact that claims, or parts of 
claims, relating to inventions in respect of which no international 
search report has been established need not be the subject of an 
international preliminary examination (Rule 66.1(e) PCT). The applicant 
is advised that the EP0 policy when acting as an International 
Preliminary Examining Authority is normally not to carry out a 
preliminary examination on matter which has not been searched. This is 
the case irrespective of whether or not the claims are amended following 
receipt of the search report or during any Chapter II procedure. 
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Box III TEXT OF THE ABSTRACT (Continuation of item 5 of the first sheet) 



Pre terns that are differentially expressed in body weight and 
eating disorders, such as obesity , are identified. Agents tc treat 
such conditions ma;.' be identified by a screening method 
comprising : 

a> establishing a paradigm m which at least one protein is 
differentially expressed in relevant tissue from, or representative 
of, subjects having different levels of body weight or eating 
dysfunction ; 

bi obtaining a sample of relevant tissue taken from, or 
representative of, a subject having body weight or eating 
disorders, who or which has been treated with the agent being 
screened; 

ci determining the presence, absence or degree of expression 
of the differentially expressed protein's:- ; and 

di selecting or rejecting the agent according to the extent to 
which it changes the expression of the differentially expressed 
protein s i . 
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= (54) Title: ANALYSIS AND TREATMENT OF BODY WEIGHT AND EATING DISORDERS 
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(57) Abstract: Methods and compositions relating to body 
weight and eating disorders, such as obesity, are disclosed. 
Specifically, proteins that are differentially expressed in these 
conditions arc identified. In one aspect, the invention provides 
a method of screening an agent to determine its usefulness 
in treating a condition associated with regulation of appetite 
and body weight, the method comprising: (a) establishing 
a paradigm in which at least one protein is differentially 
expressed in relevant tissue from, or representative of, subjects 
having differential levels of body weight or eating dysfunction; 
(b) obtaining a sample of relevant tissue taken from, or 
representative of, a subject having body weight or eating 
disorders, who or which has been treated with the agent being 
screened; (c) determining the presence, absence or degree or 
expression of the differentially expressed protein or proteins 
in the tissue from, or representative of, the treated subjects; and 
(d) selecting or rejecting the agent according to the extent to 
which it changes the expression of the differentially expressed 
protein or proteins in the treated subject having body weight 
or eating disorders. 
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(see Rule 70.16 and Section 607 of the Administrative Instructions under the PCT). 
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Priority 
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I. Basis of the report 

1 . With regard to the elements of the international application (Replacement sheets which have been furnished to 
the receiving Office in response to an invitation under Article 14 are referred to in this report as "originally filed" 
and are not annexed to this report since they do not contain amendments (Rules 70. 16 and 70.17)): 
Description, pages: 

1-103 as originally filed 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the 
language in which the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language: , which is: 

□ the language of a translation furnished for the purposes of the international search (under Rule 23.1(b)). 

□ the language of publication of the international application (under Rule 48.3(b)). 

□ the language of a translation furnished for the purposes of international preliminary examination (under Rule 
55.2 and/or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the 
international preliminary examination was carried out on the basis of the sequence listing: 

□ contained in the international application in written form. 

□ filed together with the international application in computer readable form. 

□ furnished subsequently to this Authority in written form. 

□ furnished subsequently to this Authority in computer readable form. 

□ The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in 
the international application as filed has been furnished. 

□ The statement that the information recorded in computer readable form is identical to the written sequence 
listing has been furnished. 

4. The amendments have resulted in tine cancellation of: 

□ the description, pages: 

□ the claims. Nos.: 



Claims, No.: 



1-52 



as originally filed 



Drawings, sheets: 



1/58-58/58 



as originally filed 
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□ 



the drawings, 



sheets: 



5. □ This report has been established as if (some of) the amendments had not been made, since they have been 

considered to go beyond the disclosure as filed (Rule 70.2(c)): 

(Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this 
report.) 

6. Additional observations, if necessary: 

III. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 

1 . The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non- 
obvious), or to be industrially applicable have not been examined in respect of: 

□ the entire international application. 

IS claims Nos. 35, 37, 38, 40, 41 , 46, 49-52. 



□ the said international application, or the said claims Nos. relate to the following subject matter which does 
not require an international preliminary examination (specify): 



□ the description, claims or drawings {indicate particular elements below) or said claims Nos. are so unclear 
that no meaningful opinion could be formed (specify): 



□ the claims, or said claims Nos. are so inadequately supported by the description that no meaningful opinion 
could be formed. 

El no international search report has been established for the said claims Nos. 35, 37, 38, 40, 41 , 46, 49-52. 

2. A meaningful international preliminary examination cannot be carried out due to the failure of the nucleotide 
and/or ammo acid sequence listing to comply with the standard provided for in Annex C of the Administrative 
Instructions: 

□ the written form has not been furnished or does not comply with the standard. 

□ the computer readable form has not been furnished or does not comply with the standard. 



. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 



because: 



1. Statement 



Novelty (N) 



Yes: Claims 1 -34, 36, 39, 42-45, 47, 48 
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No: 



Claims 



Inventive step (IS) 



Yes: 
No: 



Claims 1-34 

Claims 36.39, 42-45,47,48 



Industrial applicability (IA) Yes: Claims 1 -34, 36, 39, 42-45, 47, 48 

No: Claims 



2. Citations and explanations 
see separate sheet 



VII. Certain defects in the international application 

The following defects in the form or contents of the international application have been noted: 
see separate sheet 



VIII. Certain observations on the international application 

The following observations on the clarity of the claims, description, and drawings or on the question whether the 
claims are fully supported by the description, are made: 
see separate sheet 
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1. Section III 

The applicant's attention is drawn to the fact that no International Preliminary 
Examination will be carried out in respect of subject-matter which is not covered 
by the search report (see Rule 66.1(e) PCT). Therefore, no opinion will be 
formulated with respect to novelty, inventive step and industrial applicability of the 
subject-matter of claims 35, 37, 38, 40, 41 , 46 and 49-52. 

2. Section V 

Reference is made to the following documents: 

D1 US 5 861 485 A (TARTAGLIA LOUIS ANTHONY) 1 9 January 1 999 

D2 STANTON et al., MOLECULAR ENDOCRINOLOGY, vol. 5, no. 6, 1 991 , 

pages 860-866, XP000980348 
D3 WO 99 41612 A (JOHNSON PHILIP J ;OXFORD GLYCOSCIENCES UK 

LTD (GB); MOYSES CHRISTO) 19 August 1999 
D4 LEE RIVERA IRENE et al., JOURNAL OF BIOENERGETICS AND 

BIOMEMBRANES, vol. 32, no. 1 , February 2000, pages 111-121, 

XP000980184 

D4 is indicated in the search report as P-document. Since the present application 
is entitled to the claimed priority date (02.09.1999), D4 is not relevant with respect 
to novelty and inventive step (Articles 33(2) and (3) PCT). 

2.1 . The subject-matter of claims 1-34 is novel and inventive (Articles 33(2) and 33(3) 
PCT). 

D1 (column 38 line 25-column 39 line 26), which is considered to represent the 
most relevant state of the art, discloses a method to identify differentially 
expressed genes and gene products such as proteins in body weight disorder 
states. The document furthe r discloses the screening of test compounds to 
determine their usefulness in treating a condition characterised by abnormal body 
weight or eating dysfunction by comparing gene expression patterns (fingerprint 
profiles) from animals treated with said test compound and control animals. The 
different paradigms which can be used for the identification of differentially 
expressed proteins involved in body weight or eating disorders are disclosed in 
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columns 10-11. The subject-matter of claim 1 differs from D1 in that gene 
expression patterns instead of the protein expression patterns are compared. The 
problem to be solved can therefore be considered as the provision of an 
alternative method of screening an agent to determine its usefulness in treating a 
condition characterised by abnormal body weight or eating dysfunction. There is 
no indication in any of the available prior art documents to use differentially 
expressed proteins as the paradigm in the screening method. Since one gene can 
give rise to several proteins by alternate splicing and post translation modification 
the detection of differentially expressed proteins clearly has advantages. 
Therefore, it would not be obvious for a skilled person to introduce the above- 
mentioned feature in the closest prior art. Hence, the subject-matter of claim 1 is 
considered to involve an inventive step. The same applies to dependent claims 2- 
34. 

2.2 The subject-matter of claims 36 and 39 is not inventive (Article 33(3) PCT). 

D2, which is considered to represent the most relevant state of the art, discloses 
that carbonic anhydrase-ill (WOM50 or WOM52 in the present application, see 
table on page 100) has been identified as a differentially expressed protein being 
underexpressed in the adipose tissue of obese mice compared to that in their lean 
controls. The subject-matter of claims 36 and 39 differs in that said identified 
compound is used in a method of medical treatment. There is however an 
indication in D1 (column 38 line 25-column 45 line 16) to use said identified 
compounds to ameliorate body weight disorder symptoms. Therefore, it would be 
obvious for a person skilled in the art to introduce this feature in the closest prior 
art. Therefore, the subject-matter of claims 36 and 39 is considered not to involve 
an inventive step. 

2.3 The subject-matter of claims 42-45, 47 and 48 is not inventive (Article 33(3) PCT). 
D2 (abstract, Figure 1 and Materials & Methods), which is considered to represent 
the most relevant state of the art, discloses a comparative analysis of adipose 
tissue of lean and obese rodents by 2-dimensional gel analysis and protein 
identification. Carbonic anhydrase-lll (WOM50 or WOM52 in the present 
application, see table on page 100) has been identified as a differentially 
expressed protein being underexpressed in adipose tissue of obese rodents 
relative to adipose tissue o* lean rodents. 
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The subject-matter of independent claims 42 and 47 differs from D2 in that the 
described method is used for determining the nature or degree of body weight 
and/or eating disorder (claim 42) or to predict the most appropriate and effective 
therapy and to monitor the success of that treatment (claim 47). The problem to 
be solved by the present invention may therefore be regarded as the provision of 
an alternative application for the method of claims 42 and 47. There is an 
indication in D3 (claims) that the technique of 2-dimensional electrophoresis can 
be used for diagnosis and prognosis of a disorder or for monitoring the effect of 
therapy by analyzing the presence/intensity or the absence of differentially 
expressed proteins in samples of persons with and without said disorder. 
Therefore, it would be obvious for a person skilled in the art to introduce the 
technical feature in the closest prior art to solve the problem posed. Therefore, the 
subject-matter of independent claims 42 and 47 is considered not to involve an 
inventive step. The same applies to dependent claims 43-45 and 48. 

3. Section VII 

Contrary to the requirements of Rule 5.1(a)(ii) PCT, the relevant background art 
disclosed in the documents D1 and D2 is not mentioned in the description, nor are 
these documents identified therein. 

4. Section VIII 

4.1 Claims 36 and 39 are directed to methods of medical treatment by using one of 
the differentially expressed proteins identified by the method of claim 1 . Said 
method is only theoretically discussed and is in no way illustrated in the 
experimental part of the description. Therefore, the application does not meet the 
requirements of Article 6 PCT because none of these claims enjoy any substantial 
support in terms of concrete examples in the application as filed. There is no 
evidence whatsoever in the application as filed that the suggested methods 
actually yield the desired result. 

4.2 The designations for differentially expressed proteins used in claims 31 , 36 and 39 
do not have any meaning for a person skilled in the art, thereby resulting in lack of 
clarity of said claims (Article 6 PCT). These substances are detected by 2D 
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electrophoresis by comparing subjects having different levels of body weight or 
eating dysfunction. Said substances are only characterized on the basis of their 
molecular weight and isoelectric point. Molecular weight and isoelectric point are 
no unique characteristics for a protein. The applicant has therefore not sufficiently 
characterized said proteins. A protein can only be characterized (1) by its amino 
acid sequence, (2) exceptionally in terms of a process of production or (3) by 
unique and specific characteristics that are unequivocally connected with said 
protein. 
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